Hypothyroidism is caused by various pathophysiological mechanisms.' Among these, thyroid stimulating hormone (TSH) unresponsiveness is rare and has been reported in only a few isolated patients, two of whom were the product of consanguineous matings.SA This condition has an autosomal recessive mode of inheritance.5 6 We describe a family in which clinical or subclinical hypothyroidism caused All the affected individuals available for investigation (II.5, III.2, III.3, III.5, IV.1, IV.2, IV4, IV.6, IV.7) were born after a normal pregnancy with normal birth weight and height. Psychomotor development was also normal, with no cases of mental retardation.
At the time of the patient's first evaluation, none of the children (IV.1, IV.2, IV.4, IV.6, IV.7) showed a classic picture of hypothyroidism, and none except IV4 had goitre on clinical examination. All the children had normal growth, with weight and height centiles between 25 and 50. Bone age of IV. 1 and IV.2 was normal while that of IV.4, IV.6, and IV.7 showed a six to 30 month lag.
IV.4 had previously undergone a thyroid scan with I"' that showed low iodine uptake, 10 A TSH bioassay of all the members of the family was carried out in FRTL-5 cells, a line of differentiated rat thyroid cells (generously provided by Dr Ambesi-Impombato, Naples, Italy). The assay was done according to the method of Bidey et al.' Results showed that the TSH activity of this family was within normal limits. Further evaluation of the defect by administration of bovine TSH was not performed for ethical reasons.5 All the members of the family refused a thyroid biopsy.
Discussion
In the family presented, the disease was characterised by low to normal serum thyroxine, raised serum TSH, and low radioiodine uptake. Expression was variable, with no severely affected individuals. The most outstanding feature was the absence of goitre (apart from one case) despite the high serum TSH concentration, which made a diagnosis of a congenital defect in thyroid iodide transport or organification unlikely.' 8 The absence of goitre and of thyroid antibodies also ruled out an autoimmune disorder. Congenital non-goitrous hypothyroidism has been occasionally described as familial8 with a possible autosomal recessive mode of inheritance. In the family presented, hypothyroidism was obviously transmitted as an autosomal dominant trait. Our family constitutes the first evidence of an autosomal dominant mode of transmission of TSH unresponsiveness. This family therefore demonstrates possible genetic heterogeneity for this specific type of hypothyroidism. With the recent progress in gene mapping of the TSH receptor (chromosome 14q31),'0 this family may enable identification of the precise defect by genetic linkage study. We are currently in the process of DNA collection from an appropriate number of family members to examine the possibility of an abnormality in TSH receptor function.
